. Redox-state of cysteine residues. (A) A close examination of the final F o -F c electron density map revealed significant negative density between the Sγ atoms of some disulfide bonds (red) and additional positive density in the opposite sides of Sγ atoms (green). Close-up of the Cys32-Cys35 disulfide pair of chain A in the L107A variant, one of the most affected cases. 2F o -F c electron density maps are contoured at the 1.5σ level (blue), and F o -F c contoured at 3.0σ level. Cysteine residues are depicted as balls and sticks. (B) An omit map was calculated mutating each cysteine to alanine in the final (oxidized) model of the L107A variant, followed by refinement in Phenix as described in the Materials and Methods section, plus the Torsion-based Simulated Annealing option to reduce phase bias. The molecular model corresponding to the fully-oxidized refinement is shown overlaid to the omit map. (C) Residues 31-36 were removed in the final (oxidized) model and a new round of refinement was calculated in the same way as described in (B). The molecular model of the fully-oxidized refinement is shown overlaid to the omit map. (D) Alternative conformations for cysteines were added to the final (oxidized) model, and a new round of refinement was carried out as described for panel (B), but cysteines in alternative conformations were constrained to the reduced state. Table S1 . Regarding the volume and area of each cavity, some heterogeneity for the different chains in L107A structure (data not shown) was evidenced. . The large cavity found using a Swiss PDB viewer with default parameters in chain B is represented using plain lines in red. The putative ethanol molecule, assigned by the electron density observed inside the cavity is shown using CPK representation (excluding the hydrogen atoms for clarity). The oxygen from the -OH group is at a distance of 2.8 Å from the carbonyl oxygen of L94. The site of mutation (residue A106) is shown. In addition, the active site of TRX (-C 32 -G-P-C 35 -) is shown in yellow (ribbon representation) Figure S5 . Structure comparisons by difference distance plots using the alpha carbon atoms. For each structure a C-C distance matrix was computed. After that, the per-residue difference in distance values between pairs of structures was plotted as indicated. The analysis was performed using the Bio3d package. The same color scale was used in all cases and residue numbering correspond to PDB ID:
2TRX. An example of the local differences observed is shown for N106A and wild-type. As explained in the main text, segments centered in residues 20 and 83 exhibit differences in internal distances (a dashed circle in the upper central panel). A ribbon representation is shown on the right, bottom (wildtype and N106A variants are shown in black and green, respectively and residues N83 and D20 are shown in sticks). 
